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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Ms. Catherine M. McCarty on 8-7-06. 

The application has been amended as follows: 

Claim 1 : The last line, delete the sentence: "when A represents thiophene, then R* is 
not 4-pyridinyl or 3-pyrazolyL" This is an extraneous proviso. 

Claim 21 : The first two lines, delete "or a disease with an inflammatory component", 

and insert the phrase - selecting from the group consisting of asthma, rheumatoid arthritis, 
multiple sclerosis, chronic obstructive puhnonary disease, and rhinitis - in its place. 



Cancel claims 20, 22-25 and 29. 
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Amendments to the Claims : 
This listing of claims replaces all prior versions and listings of claims in the application: 

Listing of Claims : 



1 . (Previously presented) A compound of formula (I) 



H 




(I) 



A represents thiophene; 

represents a phenyl group; said phenyl being optionally substituted by one or more 
substituents selected independently from halogen, cyano, nitro, -NR^R"*, -CONR^R^, -COOR^, 
-NR^COR^ -SR'^ -S(0)mR*^ -S(0)2NR^R^ -NR^SOaR^^ CpCe alkyl, triHuoromethyl, 
-(CH2)nR*', -0(CH2)nR'' or -OR^^ ^ 

R^ represents hydrogen, halogen, cyano, nitro, -NR^^R^"*, -CONR'^'^ -COOR^^ 
-NR^**COR*^ -S(0)mR^^ -S(0)2NR*^^^ -NR'^SOzR^^ CrCz alkyl, trifluoromethyl, C2-C3 
alkenyl, C2-C3 alkynyl, trifluoromethoxy, C1-C2 alkoxy or C1-C2 alkanoyl; 

X represents oxygen or sulfur; 



Applicant : Andrew Baxter et al. 

Serial No. : 09/868,884 

Filed : February 5, 2002 

Page : 3 of 12 



Attorney's Docket No.: 06275-233001 / Z70663-1P US 



each of R\ R^ R^ R^ R\ R^ R^ R*** and R'^ indq)endently represent a hydrogen atom 
orCrCe alkyl; 

R^* represents NR^'R^^ where R^' and R^^ are independently hydrogen or Ci-Ce alkyl 
optionally substituted by C1-C4 alkoxy; or R^^ and R^^ together with the nitrogen atom to which 
they are attached form a 5- or 6-membered saturated ring optionally containing a further O, S or 
NR^^ group where R^^ is hydrogen or Ci-Ce alkyl; or R*^ represents OR^"^ where R^"* represents 
CrCe alkyl; 

each of R^^ R*\ R*^ R'^ R*^, R*l R*^ and R^*' independently represent a hydrogen atom 
or CrC2 alkyl; 

m represents an integer 0, 1 or 2; 
n represents an integer 2, 3 or 4; 
and optical isomers, racemates, and tautomers thereof and pharmaceutically acceptable salts or 
solvates thereof: 

j when A repre s s thioph p rnythm-R- ' in n ftH - TTyri x iinyl or 3 ■ pyraaolyl , 



r 



2. (Original) A compound of formula (I), according to Claim 1 , wherein X represents 
oxygen. 



3 . (Previously presented) A compound of formula (I), according to Claim 1 , in which the 

2 

group A is substituted as shown below in formula (la), where B and D are selected from CR 

and S, where is as defined in Claim 1 and R" is hydrogen or Ci-Ce alkyl: 

.NH, 

^=< 
NH 

(la) 



B-/ 
! A 



NH, 
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4. (Cancelled) 

5. (Cancelled) 

2 

6. (Previously presented) A compound according to claim 1 in which R represents H or 
methyl. 

2 

7. (Original) A compound according to Claim 6 in which R represents H. 

8. (Original) A compound of formula (I), according to claim 1, selected from: 
3-[(aminocarbonyl)amino]-5-phenyl-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(3-chlorophenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(4-fluorophenyl)-2-thiophenecarboxaniide; 

3-[(aminocarbonyl)amino]-5-(4-chlorophenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(4-isobutylphenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(4-methoxyphenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(3-hydroxyphenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(2-chlorophenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(2-methoxyphenyl)-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-{2-[2-(dimethylamino)ethoxy]phenyl}-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-{4-[2-(dimethylamino)ethoxy]phenyl}-2-thiophenecarboxamide; 

3-[(aminocarbonyl)amino]-5-(3-methoxyphenyl)-2-thiophenecarboxamide; 

2-[(aminocarbonyl)amino]-5-phenyl-3-thiophenecarboxamide; 
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3-[(aminocarboriyl)amino]-5-{442-(l-inorpholinyI)ethoxy]phenyl}-2-thiophenecarbox^ 

3-[(aininocarbonyl)amino]-5-{4-[2-(l-pyrrolidinyl)ethoxy]pheiiyl}-2-thiophene 

3-[(ammocarbonyl)airiirio]-5-{4-[2-(l-piperidiriyl)ethoxy]phenyl}-2-thiopheiiecar^ 

3-[(aminocarbonyl)ainmo]-5 - {4-[3-(dimethylamino)propoxy]phenyl} -2-thiophenecarboxainide; 

3-[(arniri(Karbonyl)arriiiio]-5-{3-[2-(dimethylammo)ethoxy]phenyl}-2-tW 

3-[(aminocarboriyl)amirio]-5-{3-[2-(l-rnorpholinyl)ethoxy]phenyl}-2-thioph^ 

3-[(ammocarbonyl)amirio]-5-{3-[2-(l-pyn'olidmyl)ethoxy]phenyl}-2-thiopheneca^^ 

3-[(arninocarboriyl)ainirio]-5-{3-[2-(l-piperidinyl)ethoxy]pheiiyl}-2-thiopheiiec^^ 

3-[(ainmocarboiiyl)airimo]-5-{343-(dirnethylamino)propoxy]pheiiyl}-^ 

3-[(arniiiocarboriyl)ammo]-5-{2-[2-(l-morpholiiiyl)ethoxy]pheiiyl}-2-thiopheriec 

3-[(ammocarboriyl)amirio]-5-{2"[2-(l-pyrrolidinyl)ethoxy]pheiiyl}-2-thiophen^ 

3-[(amiiiocarbonyl)amino]-5- {2-[2<l -piperidiiiyl)ethoxy]pheiiyl} -2-thiopheiiecarbox^^ 

3-[(aininocarboriyl)amino]-5-{2-[3-(diinethylamiiio)propoxy]pheiiyI}-24Woph^^ 

2-[(amiiiocarbonyl)ammo]-4-methyl-5-(4-chloropheiiyl)-34hiophenecarboxamide; 

24(arniriocarboriyl)ammo]-4-inethyl-5-(4-methylpheiiyl)-3-thiophenecarboxam^ 

2-[(ammocarboiiyl)ammo]-4-ethyl-5-pheiiyl-3-thiopheiiecarboxarriide; 

2-[(aimriocarboriyl)ammo]-4-inethyl-5-(4-rnethoxypheriyl)-3-thioph^ 

2-[(aminocarboriyl)arnino]-4-inethyl-5-(4-fluoropheiiyl)-3-thiophenecarboxarriide; 

2-[(aminocarbonyl)ammo]-4-inethyl-5-(3-fluoropheriyl)0-thiopheiiecarboxainide^ 

2-[(airiinocarboriyl)ammo]-4-rnethyl-5-(3-riiethoxyphenyl)-3-thiophenecar^ 

2-[(aminocarbonyl)ainmo]-4-rnethyl-5-(3<hloro-4-inethoxypheiiyl)-3-thioph^ 
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2-[(amiriocarboiiyl)arniiio]-4-methyl-5-(2-chloropheriyl)-3-thiophenecarbox^^ 

2-[(ainiriocarbonyl)amino]-4-inethyl-5-(3-trifluoromethylpheriyl)-3-tW^ 

2-[(aminocarbonyl)amino]-4-methyU5-(3-methyl-4"methoxyphenyl)-3-thio 

2-[(aminocarbonyl)amino]-4-methyl-5-(3,5Kiimethoxyphenyl)-3-thiophen^ 

2-[(amiriocarbonyl)ammo]-4-methyI-5-(23-dimethoxyphenyl)-3-thiophenecarb 

2-[(aminocarbonyl)amino]-4-methyl-5-(4-isopropylpheiiyl)-34hiopheriecarboxai^ 

2-[(ainiiiocarboiiyl)ainino]-4-methyl-5<3,4,5-trimethoxyphenyl)-3-tW 

2-[(aminocarbonyl)arriino]-4-methyl-5-(3,4-dichlorophenyl)-3-thiopheiiecarb 

24(amiTiocarbonyl)amino]-4-methyl-5<4-cyanopheriyl)-3-thiophenecarboxamide; 

2-[(aminocarbonyl)arnmo]-4-me%l-5-(4-hydroxyphenyl)-3-thiopheriec^^ 

2-[(aminocarbonyl)ammo]-4-methyl-5<4-[2-(l-piperidinyl)ethoxy]ph^ 

thiophenecarboxamide; 

24(arninocarboiiyl)amirio]-4-methyl-5-(4-[2-(diethylarnino)eth^ 
thiophenecarboxamide; 

2-[(armnocarbonyl)arniiio]-4-trifluorornethyl-5-phenyl-3-thiophenecarboxam 

2-[(amiiiocarbonyl)arnirio]-4-rnethyl-5-pheriyl-3-thiophenecarboxamide; 

2-[(aminocarbonyl)amino]-5-(4-cyanophenyl)-3-thiophenecarboxamide; 

2-[(arnmocarbonyl)arnirio]-5K4-trifluoromethylphcnyl)0-thiopheiiecarboxa^ 

2-[(amiiiocarboriyl)axnino]-5-(2,4-difluorophenyl)-3-thiophenecarboxamide; 

24(aminocarbonyl)amino]-5-(4-hydroxypheriyl)-3-thiopheriecarboxarnide; 

2-[(aminocarbonyl)amino]-5-(4-chlorophenyl)-3-thiophenecarboxamide; 
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2-[(aininocarbonyl)ammo]-5-(4-methanesulphonylphenyl)-3-thiophenecarbox^ 
2-[(aminocarbonyl)amiiio]-5-(4-[2-(l-piperidinyl)ethoxy]phenyl)-3-thiophenecarboxamide; 
2-[(aminocarbonyl)amino]-5-(4-[2-(l-(2,2,6,6-tetramethyl)piperidinyl)ethoxy]p^^^ 
thiophenecarboxamide; 

2-[(aminocarbonyl)amino]-5-(4-(thiazol-4-yl-methoxy)phenyl)-3-thiophenec^^ 

2-[(aininocarbonyl)airiirio]-5-(4-[2-(dirnethylamino)ethoxy]phenyl)-3-tW 

2-[(aiiiinocarboriyl)ainino]-5-(4-[2-(diethylamino)ethoxy]phenyl)0-thiopheiiecarbox^ 

2-[(aminocarbonyl)ariiino]-5-(4-[2-(l-morpholinyl)ethoxy]phenyl)-3-thiopheneca^^ 

2-[(aminothiocarbonyl)amino-5-phenyl-3-thiophenecarboxainide; 

and pharmaceutically acceptable salts and solvates thereof. 

9. (Previously presented) A process for the preparation of a first compound of formula (I), 

according to claim 1, w^hich comprises: 

(a) reaction of a compound of formula (II): 

^ NH2 

wherein A, and are as defined in Claim U with an isocyanate (X = 0) or an isothiocyanate 
(X = S), to produce the first compound of formula (I); or 



(b) 



reaction of compound of formula (III) with a compound of formula (IV) 
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Ri-Metal 




NH2 



(III) (IV) 

wherein A, X, and are as defined in Claim 1^ and LG represents a leaving group, to 
produce the first compound of fomiula (I); or 

(c) reaction of compoxmd of formula (V) with a compoxmd of formula (VI) 



R^-LG 




(V) (VI) 
wherein A, X, R^ and R^ are as defined in Claim 1, and LG represents a leaving group, to 
produce the first compound of formula (I). 

10. (Previously presented) A pharmaceutical composition comprising a compound of 
fomiula (I), or a pharmaceutically acceptable salt or solvate thereof, as claimed in claim 1, in 
association with a pharmaceutically acceptable adjuvant, diluent or carrier. 

1 1 . (Previously presented) A process for the preparation of a pharmaceutical composition 
which comprises mixing a compound of formula (I), or a pharmaceutically acceptable salt or 
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solvate thereof, as claimed in claim 1 with a pharmaceutically acceptable adjuvant, diluent or 
carrier. 



1249. (Cancelled) 



20?= (Previously pr c coiited) ^V^nothod of treating on IKK2 mediat e d d i s ea s e wh i ch -GOfflprises 



^^^^^^^^^ administering^^^ a therapeutically effective amount of a compound of formula (I), or a 
(W^^Q \o jt^tmrgceut^ a cceptable s a lt or solvate thereofj - as claimed in cln im 1 

21 . (Previously presented) A method of treating an inflammatory disease, Mid=dise5©^*iA / ^ 
(f it4- iiif lmimiatu i' y e9a^pone»t, m a patient sufifenng from, or at nsk of, said disease ^^^g^^^/vtYc-^^ 
Q^rj^^^ ^ comprises administering to the patient a therapeutically effective amount of a compound of j/^^.^j^^jLe^^ h^y\(i 
formula (I), or a pharmaceutically acceptable salt or solvate thereof, as claimed in claim 1 . r^l^^f4hX y 



-22: (Qrigtn a l ) A method -aeeefdin g to claim 2 1 , whe r e i n th o di s coaa jg^^tfima. 



23. (Original) A method according to claim 21,;ft4r^in the disease is rheumatoid arthritis. 



24. (Original) A method^aecSfding to claim 2 1 , wherein the disease is multiple sclerosis, 

25. ^(©nginal) A method according to claim 21 , wherein the disease is chronic obstructive 
pulm onary di s eac e. 



26. (Previously presented) A pharmaceutical composition comprising a compound of 
formula (I), or a pharmaceutically acceptable saU or solvate thereof, as claimed in claim 8, in 
association with a pharmaceutically acceptable adjuvant, diluent or carrier. 



» 
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27. (Previously presented) A process of claim 9, further comprising converting the first 
compound of formula (T), or a salt thereof, into a pharmaceutically accq)table salt thereof; or 
convertmg the first compound of formula (I) into a second compoxmd of formula (I). 



28. (Previously presented) A process of claim 9, further comprismg converting the first 
compound of formula (I) into an optical isomer thereof 




00 - (Th aeoj^EEZI pSi ^cd) A mctho d-of lclaim-^ wlieTBiil tlie U i trt^asc is rl i iiii t is. 



